Summary.-Extracts containing tissue-specific DNA-inhibitory activity were prepared from normal FL (Swiss) and BALB/c 3T3 cells, from these cells transformed with sarcoma virus and from revertants cloned from the transformed cell lines. By testing all extracts on all cell lines we found that (1) production of and susceptibility to the inhibitors were decreased in transformed BALB/c cells, (2) specificity varied with expression of the transforming genome, as an extract from a given cell line inhibited the growth of its cell of origin, e.g. revertant, more than normal or transformed cells, and (3) there was also a DNA-synthesis stimulator.
REVERSIBLE DNA-inhibitory activity in extracts from normal and revertant mouse (FL (Swiss) and BALB/c 3T3) cells inhibits in vitro DNA synthesis in the cell of origin. In contrast, extracts from transformed BALB/c cells, which are highly malignant in vivo, have no inhibitory effect on their cell of origin . By testing all extracts on all cell lines we now find that -both production and susceptibility are decreased in transformed BALB/c cells, that the specificity of action of the extracts varies with expression of the transforming genome, and that there is also a compound stimulating DNA synthesis.
MATERIALS AND METHODS
Cells.-Early passages of cloned murine 3T3 FL cells derived from outbred Swiss mice and 3T3 cells derived from inbred BALB/c mice, Moloney sarcoma virustransformed, sarcoma-genome positive, leukaemia-virus negative (S+L-) 3T3 cells, Kirsten sarcoma virus-transformed, nonproducer (NP) 3T3 cells, and flat revertants cloned from the transformed cultures (Nomura et al., 1972; Fischinger et al., 1974) were used. Tests for tumour-virus production and contamination by bacteria and mycoplasm Ebbesen et al., (1977) were negative.
Preparation of extract.-Cells were harvested at 50%o confluence. After mechanical disruption the cell fragments were centrifuged at 105,000 g at 4°C for 1 h, the supernatant heated to 70°C for 15 min, and centrifuged at 105,000 g at 4°C for 1 h. The last supernatant was then separated by filtration into mol.-wt fractions < 20,000, 20-50,000, 50-100,000, 100-300,000 and > 300,000. The inhibitory and stimulatory activity was found in the 20-50,000 fraction, and this fraction was used throughout Olsson and Ebbesen, 1977) . .
RESU LTS rI'he cross-board study ( Tables I and II shows that the strongest DNA-synthesis inhibition of a given extract is invariably found when tested on the cell from which the extract was obtained. and, as has been shown for some other malignant cells (Bullough & Deol, 1975; Rytomaa & Kiviniemi, 1968; Todaro & De Larco, 1976) , these malignant cells are here found "deficient" both with respect to production of active inhibitory material and with respect to sensitivity to the various inhibitorv extracts tested here.
Each Brooks, 1976) . The stimulatory effect of some, but not all, cell extracts thus could derive from preferential binding/uptake of exogenous mitogen by some cells, although we favour the hypothesis that we are dealing with an enhanced endogenous production of mitogen.
Our finding of both quantitative and qualitative (specificity) differences, covarying with expression of malignant phenotype within cultures derived from each other by cloning, supports the assumption that such extracts contain regulatory compounds relevant to cancer biology, and justifies further work oIn purification.
